bacterial species that utilize the T6SS to mediate pathogenicity in eukaryotic hosts,
48
including Vibrio cholerae, Pseudomonas aeruginosa, Burkholderia pseudomallei, 49 and Aeromonas hydrophila in mammals, and Edwardsiella piscicida in fish. Although 
T6SS effector in manipulating host immunity during pathogenic infection in vivo.

57
The zebrafish (Danio rerio) is a genetically and optical accessible model for 58 infectious diseases (7-9), in which the in vivo innate immune responses can be studied 59 in the context of a whole organism. Using zebrafish larvae, infectious processes can 60 be described in detail using in vivo imaging techniques because of their small size and 3-day-post-fertilized (dpf) larvae with the indicated doses of E. piscicida (Fig. 1A) .
91
As shown in Fig. 1B by inhibiting JNK-MAPK signaling cascades.
156
To further assess the role of JNK signaling cascade activation in response to E.
157
piscicida infection in vivo, we utilized the specific JNK inhibitor SP600125 to pretreat bacterial colonization were detected in SP600125-treated zebrafish larvae (Fig. 3E ). for 4 h without shaking at 30°C to log phase. Then, 1 ml of culture was centrifuged at 290 4,500× g for 10 min to pellet bacteria, and the supernatant was discarded. The 291 bacterial pellet was resuspended in 1 ml sterile PBS, the OD 600 was measured, and the 292 suspension was diluted to the appropriate concentrations. in this solution after fin transection over the entire course of the experiment.
308
For larvae mortality during infection, each indicated bacterial strain was injected 309 into 60 embryos. Following infection, larvae were observed every 24 h, up to 120 hpi, 310 dead embryos were removed, and numbers were recorded at each time point.
311
For the bacterial burden analysis in infected larvae, 5 zebrafish larvae for each 
335
The membranes were blocked in 5% w/v nonfat dry milk in TBST. Signals were Technology). The signal intensities were quantitatively analyzed using NIH ImageJ.
342
Quantitative Real-Time PCR analysis. The expression of cxcl8a and mmp13
343
was evaluated by quantitative real-time RT-PCR of zebrafish larvae and ZF4 cells.
344
Ten infected larvae of each group were sampled at 6 hpi and 12 hpi, and total RNA Morpholino-treated larvae were then infected as described above. and an emission wavelength of 492 nm.
378
Statistical Analysis. Statistical analysis was performed using Graphpad Prism
379
(GraphPad Software Inc., La Jolla, CA). All data are representative of at least 3 380 independent experiments and are presented as the mean ± standard deviation (SD).
381
Differences between 2 groups were evaluated using Student's t test. 
